Message

From: Miller, David [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=FA0582F5BA6540C687844FS5289A4F74F-DAVID J. MILLER]
Sent: 8/7/2020 2:03:57 PM

To: David) Miller [Miller.Davidl@epa.gov]
Subject: FW: EFSA Epidemiology Conference: follow-up
Dear

From: Antonio Herndndez Jerez <ajerez@ugr.es>

Sent: Monday, March 19, 2018 5:26 AM

To: Miller, David <Miller.Davidl@epa.gov>; 'CRIVELLENTE Federica' <Federica.CRIVELLENTE@efsa.europa.eu>
Cc: 'Matteo Bottai' <matteo.bottai@ki.se>

Subject: RE: EFSA Epidemiology Conference: follow-up

Dear David,

it’'s good to hear from you. Yes, the Scientific Opinion is already ouf and now it's time for applicants to use the
recomnmendations given on epi evidence for further renewal authorizations. Let's see whether it works properly.

fam happy that in the end you take the chance of drafting a paper together with Mateo on the effect size magnification.
This initiative will provide a strong scientific support to the EFSA Opinion and will have an impact on pesticide risk
assessment. As you mention in vour email, the Opinion published in EFSA Journal will be quoted in that paper, and |
would suggest you to also mention the Opinion in the Introduction, in addition to the separate note you enclosed in
your email, In that sentence you can indicate that the paper is triggered by the Scientific Opinion and that a preliminary
exercise on effect size magnification is dealt with in one of its appendices.

{also want to thank you very much for the emails exchanged with the Gresk colleaguss on the examples of active
substances where US-EPA has used epi data for risk assessment.,

P will appreciate very much to receive a PDF file of the paper once published.

Best regards,
Antonio

De: Miller, David [mailto:Miller.David]@epa.qov]
Enviado el: viernes, 16 de marzo de 2018 17:47
Para: Antonio Herndndez Jerez; CRIVELLENTE Federica
CC: Matteo Bottai

Asunto: FW: EFSA Epidemiology Conference: follow-up

Dear Federica and Antonio,

I hope you are both well. And | am sure you are both very happy that the EFSA PPR epi document out and the EFSA
symposium is over. Congratulations to both of you.

| did want to communicate to you two things:

1. Recall that there was a question asked during the EFSA symposia from a representative from Greece re:
examples of epi assessments that the US EPA has done. |indicated during the Q&A session that | would follow-
up on that, and — after the Q&A session — we exchanged business cards and subsequently emails so as to close
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out that communication. More as an FY|, please see the email exchanges below,. if interested. You are likely
aware of a number of these anyway.

On a somewhat separate topic, Antonio encouraged me on at least a couple of occasions during our
interactions to follow-up some on the effect magnification work that was discussed briefly in the main EFSA
Panel document in some detail in one of the Annexes. He indicated that he thought it might be be useful and be
of general interest to publish on this topic as an article separate from the EFSAJ.. 1 did briefly talk to Matteo
B. on this during the November EFSA symposia and bring this article idea up with him as possibly something he
and | could jointly write for the Stata Journal (see http://www.stata-journal.com/) if he was willing to write the

code for this in Stata {James Nguyen in my branch had done this in SAS for the EFSA Panel Opinion and the
calculations that are there were from these runs ). Matteo and | agreed at that time to communicate again on
this topic early in January 2018, after the holidays.

We did, and are now working on a manuscript that we are planning to submit to the Stata Journal for publication , but -
before we do — | wanted to alert both of you and make sure there were no concerns or ohjections on either of your parts or
on the part of EFSA. The manuscript has expanded beyond pesticides {we still give the diazinon AHS example, but now
include one for lung cancer and exposure to resins in a transformer facility). We also expand some on the loannidis work,
recreating his Table 2 in

Ioannidis, J. P. A. 2008. Why most discovered true associations are inflated. Epidemiology 19: 640-648.
[accessed 24 February 2018 at hitp://www.dcscience. net/ioannidis-associations-2008.pdf]

And, of course -- most importantly of all -- the new Stata command ~emagnification~ authored by
Matteo is introduced and described. This is able to re-create the work in the EFSA J. using a very much more
convenient custom-made command. Some of the material originally authored by me that appeared in the EFSA
opinion is also used as introductory background material in the manuscript. To lay this fact out clearly, the
manuscript states:

Note: Some material presented here was originally generated by the two of the authors who served in various
capacities on a European Food Safety Agency (EFSA) Panel on Plant Protection Products and their Residues (PPR),
which followed up on findings of the External Scientific report ‘Literature review on epidemiological studies linking
exposure to pesticides and health effects’” (University of Ioannina Medical School, 2013) (EFSA-Q-2014-00481). As
part of their work on the PPR, the authors contributed to the review and writing of “Scientific Opinion of the PPR
Panel on the follow-up of the findings of the External Scientific Report ‘Literature review of epidemiological studies
linking exposure to pesticides and health effects’ “and its Annex D where much of this material originally
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appeared. The PPR Panel report is published in the EFSA Journal, an official publication of EFSA. This Stata Journal
article introduces the new Stata command -emagnification- and is the result of an expansion and extension of
the original EFSA PPR Panel work as part of a post-PPR Panel collaboration by the authors.

Note that we reference in the manuscript where the EFSA J. can be located.

Anyway, | wanted to let you know this and verify you had no concerns or objections with the above or with
Matteo and | submitting this for publication to the Stata Journal. . Note that we are not making any
representations for EFSA in the manuscript in terms of policies, practices, or opinions and the article is not
meant to focus on pesticides at all. . So | suspect that there will not be any problem. | think there is enough
new material — especially with the new Stata command by Matteo — and it covers more than just pesticides to
warrant a publication separate from the EFSA J., particularly given what | think a number of us feel is an
important topic in and of itself.

If you would like us to send you the draft manuscript, feel free to let me know and | would be happy to forward
it to you. It’s not final at this point, but it is pretty close and we are getting ready to submit it.

Regards,

David.

Visit www.epa.gov/pesticides

From: NikohonotUhou Afuntpa [mailto:d.nikolopoulou@bpi.gr]
Sent: Wednesday, December 20, 2017 6:02 PM
To: Miller, David <Miller.Davidl@epa.gov>
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Cc: Mayaipa Kuplakn <k.machera@bpi.gr>
Subject: RE: EFSA Epidemiology Conference: follow-up

Thank you David!
Glyphosate! That is interesting. | will have a look.
May | also take this opportunity to wish you Merry Christmas & a Happy New Year !!!

Best,
Dimitra

From: Miller, David [mailto:Miller.Davidl@epa.gov]
Sent: Thursday, December 21, 2017 12:58 AM

To: NikoAornoUAou Anuntpa <d.nikolopoulou@bpi.gr>
Cc: Mayaipa Kuplakn <k.machera@bpi.gr>

Subject: RE: EFSA Epidemiology Conference: follow-up

You're welcome.,

As an example of a Tier lll-type review which blends animal toxicology, MOA, and epidemiology , see the link

below:

https://www.epa.gov/sites/production/files/2017-

12/documents/revised glyphosate issue paper evaluation of carcinogenic potential.pdf

This was released by the Agency to the web earlier this week.
Regards,

David

From: NwolornioUhou Afuntpa [mailto:d.nikolopoulou@bpi.gr]
Sent: Monday, December 18, 2017 2:48 AM

To: Miller, David <Miller.Davidl@epa.gov>

Cc: Mayaipa Kuplakni <k.machera@bpi.gr>

Subject: RE: EFSA Epidemiology Conference: follow-up

Dear David,

Thank you for the links!! This is much appreciated.

Greece has acted as rapporteur Member State for the evaluation of 2,4-0, so it will be interesting 1o see what is there

available regarding epidemiology.

Best regards,
Dimitra
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PHYTOPATHOLOGICAL
ATITANE

Eiobben Ndosdopoubou, 85, E8Y

From: Miller, David [mailto:Miller.Davidl@epa.gov]
Sent: Monday, December 18, 2017 1:18 AM

To: NikoAonovAou Anuntpa <d.nikolopoulou@bpi.gr>
Subject: RE: EFSA Epidemiology Conference: follow-up

Dear Ms. Nikilopolou,

They are finally out now, as of late last week : our 2,4-D epi documents (two: one dealing with carcinogenic
effects and the other non-carcinogenic effects) have finally been released to the docket. The docket can be

found here:

2,4-D docket.

https://www.regulations.gov/docket?D=EPA-HQ-OPP-2012-0330

and direct links to the two epi reviews in that docket are here:

https://www.regulations.gov/document?D=EPA-HQ-OPP-2012-0330-0084 for carcinogenic effects (dated

September 20, 2017)

https://www.regulations.gov/document?D=EPA-HQ-OPP-2012-0330-0087 for non-carcinogenic effects (dated

September 27, 2017).

We typically would do one epi document, but 2,4-D was of sufficient size that we decided to split it into
two. In addition, we would typically also include our incident (poisoning) reviews in the same document as
our epi reviews, but we released our incident/poisoning review for 2,4-D much earlier. You didn’t ask about
these reviews, but if you have interested, it was posted earlier and can be retrieved from here:

https://www.regulations.gov/document?D=EPA-HQ-OPP-2012-0330-0046

Again, apologies for how long this has taken to have these appear in the docket.
| provided earlier {below) and the above helps in in better understanding what we do.

But | hope that the examples
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Regards,

David.

Yisit www.epa.gov/pesticides

From: Miller, David

Sent: Thursday, December 14, 2017 7:43 PM

To: NikoAornotAou Anuntpa <d.nikolopoulou@bpi.gr>
Subject: RE: EFSA Epidemiology Conference: follow-up

Dear Ms. Nikiloplou,

Apologies for having this information drift out to you so slowly. The 2,4-D Tier Il epi memo completed in late
September is not yet out in the public docket.

In the meantime, here is another example of a recently-completed Tier Il for permethrin:

Tier 11

Permethrin Tier 11 :

and another example of an earlier Tier | for aldicarb:

link to published aldicarb Tier I incident/epi memo:

When the 2,4-D Tier Il epi memo, we will provide you the link to that one.

Regards,
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David

From: Miller, David

Sent: Wednesday, November 29, 2017 3:47 PM

To: 'NikohonouUhou Afuntpa’ <d.nikolopoulou@bpi.gr>
Subject: RE: EFSA Epidemiology Conference: follow-up

Dear Ms Nikolopoulou,

I am finding that we will need to send you the links to our Tier |, Tier ll, and Tier lll documents in separate emails so as
not to delay a response to you.

For now- below -- please find some examples of our Tier | assessments. Very briefly, these include as a matter of course
both epidemiology and poisoning { incident) information: since you are interested in only the epidemiology, you can

ignore the incident information that is there: it is our practice to include these together in one memorandum.

Here are 4 examples, to start.
Links to Tier | Epi/incident reviews available in the chemical dockets:

1. Carbaryl https://www.regulations.gov/document?D=EPA-H-OPP-2010-0230-0035

2. EPTC htps://www.regulations.cov/document?D=EPA-HQ-OPP-2012-0720-0017

3. Metnbuzin htips:/www.regulations.sov/document?D=EPA-HQ-OPP-2012-0487-0021

4. Aldicarb https://www.regulations.gov/document?’D=EPA-HQ-OPP-2012-0161-0024

| had specifically mentioned dicamba and DDVP to you during the EFSA symposia as examples of Tier |
assessments. These | will send later.

Two good Tier Il assessments as examples are permethrin and 2,4-D (as | said during the EFSA symposium). While we
have completed and signed our 2,4-D epidemiological Tier Il assessment at the end of September, it is apparently not yet
in the regulatory docket. However, we expect it to appear there in the next several days, and | will forward you the links
to permethrin and 2,4-D epidemiology Tier Il documents when the 2,4-D one becomes available to the public in the
docket. Again, | expect this to be available in the next few days -- or next week at the latest.

The Tier Il examples that integrate epidemiology, animal toxicology, and MOA | will sent later too. Those will be links
to our Scientific Advisory Panel website where these were presented.

Sorry for the delay, but — hopefully -- the links provided above for our Tier | assessments will get you started.

Finally, please note that we are refining our approaches and {(hopefully) getting better as we gain experience in
conducting these epidemiological reviews. So you may find that the format, detail, content, and approach in earlier
assessments we have done may differ someone from more recent assessments. But the recent assessments should be

considered where we are headed.

Regards,
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David

Visit www.epa.gov/pesticides

From: NwolomnoUAou Afuntpa [mailto:d.nikolopoulou@bpi.gr]
Sent: Monday, November 27, 2017 1:41 AM

To: Miller, David <Miller.Davidl@epa.gov>

Subject: RE: EFSA Epidemiology Conference: follow-up

Dear David,

| have already made notes of the examples you gave during the conference, but the links will be much appreciated.

Best regards,
Dimnitra

BEnAK
FHYTOPATHOLOGICAL
IETITUTE

From: Miller, David [mailto:Miller.Davidl@epa.gov]
Sent: Sunday, November 26, 2017 11:02 PM

To: NikoAornoUAou Anuntpa <d.nikolopoulou@bpi.gr>
Subject: RE: EFSA Epidemiology Conference: follow-up

Dear Ms. Nikolopoulou,
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Thank you very much for your inquiry. |am glad you enjoyed the presentation | named several examples of Tier |, Tier
I, and Tier Il assessments during the afternoon Q&A, but — as promised — | will get the links to you to you can see some
concrete examples.

I will try to get back to you by the end of the week.

Regards,

David

Yisit www.epa.gov/pesticides

From: NwkoAomoOAou Anuntpa [mailto:d.nikolopoulou@bpi.gr]
Sent: Wednesday, November 22, 2017 4:27 AM

To: Miller, David <Miller. Davidl@epa.gov>

Subject: EFSA Epidemiology Conference: follow-up

Dear Dr Miller,

Hope you had a safe journey back home. Thanks for the very interesting presentation you gave on the US EPA approach
regarding the use of epidemiology studies in pesticide risk assessment. As discussed during the Conference, | was
interested in looking at real examples where you have applied the OPP framework. | would appreciate it if you could
provide me with the web-addresses to access these evaluations.

Thank you in advance and best regards,
Dimitra

&
Py
BnY

AHAQZH ANOMOIHIHZ EYOYNHZ

ED_005427A_00025185-00009



To mapdy Pfvopo MAEKTPOvIKOD ToXLIPOLLEIOD KOl TA TUYGV SUVNIUEVY O8 auTd apyele elval pmoTeuTiKd Kot Ipooplleral amoKhelsTiKd Yt (P61 ToU PUOHKD T vouikod Tpocdaou o1o onoio ansvdivetor BEdv dev eiote o
£vBedelYIEVOG UPUATITIG, OQEIAETE VI UMY TO VILYPAWETE, OVHLETUODOETE, YPNGULOTOMGETE 1| GTOKUADWETE TO TEPLEXOLEVO ToU. O@ElieTe VI EVIILEPOCETE TOV OROGTOAEN TOU UNVOLHTOE VI THY ECQUALEVT AW TOU Kot
apéong vo Slayplyets 1o uvtiypopo ond 10 shompd cug. Iupukeid onueldouTs 0Tl 0roEodiinoTe 050G M| ERGYELS OV TUPUTIBEVTOL 6TO TUPGY PNVOLE NAEKTPOVIKOD Teudpouelou ekQpdlony UROKAESTICE TO GUVTHKTT
1OV KoL Sev aviposnredouy, dven sTépov, To Maevixeo Dotoraforoyicd Ivotitotro. Téhog, o mopakizric opseihel va ehévEet v Tuydv tmapén 10l 610 Tupdy PIVLLE TAEKTPOVIKOT TaXLEPOLEOD KoL 6TH SLVIUUEVY G
autd upyeie. To Maeviketo Quronofohoyikd Ivorrodto apveiton kéde sudivn v orowdninote Cnple fdeke aporxindel and 1 mov evdeyopévag Srdobel urd 10 rupdv Pivope NhekTpovikesd Tayudpopsiov.

DISCLAIMER

This email and any files transmitted with it are confidential and intended solely for the use of the individual or entity to which they are addressed. If you are not the intended recipient, you should not copy it, re-transmit it, use
it or disclose its contents, you should notify the sender of receiving the email in error, and immediately delete the copy from your system. Please note that any views or opinions presented in this email are solely those of the
author and do not necessarily represent those of Benaki Phytopathological Institute. Finally, the recipient should check this email and any attachments for the presence of viruses. Benaki Phytopathological Institute accepts no
liability for any damage caused by any virus transmitted by this email.

AHAQZH ANTONOIHIHE EYOYNHZ

To mupdy pivopo nhextpoviked Toyndpopeion Kot to Tuxdv soviupéve o8 autd apyeln slval spmoteutind Kot apoopiletol arnokheisticd via (pfioT 10t puekod f vouikold 1posdrou 61o onoio ernsvfiveror. Edv Sev clote o
evBEBELYIEVOC MUPUATTTIG, OQEIAETE VI UMV TO OVILYPUETE, OVHUETUODGETE, XPHGUIOTOINGETE T ROKUAIYETE TO TEPLEYOLEVO ToU. OPeihets VoL eviiEpOGETE TOV UMOCTOAEN TOV UIVOLHTOS YL THY ECQUALEVT AT TOU KoL
AHECHS VO SLIYPANETE TO EVTEYPEPO ond T0 GO Gog. TIUpuKaid CNUELOCHTE Tl 0TOECONTOTE BEGELS 1 HROWEIS TOU TUPUTIOEVTHL OTO TPV UAVUIL NAEKTPOVIKOU ToXLEpoUElon ek@palouy HROKAEIGTIKA TO GUVTRICTY
oL Kot Sev avTimposanehouy, dveu eTépov, To Masvixsio Qutonafoioyucd [votirotto. Téhog, o mupaARmng opeliel v eAéyEet e Tuydv Dapin 100 610 TEPGV PNVL LY TAEKTPOVIKOD TEXUSPOUEIOD KoL OTH CUVIILLLEVD G
avtd upyeie. To Maevikeio Qutonaforoyikd lvoritodto apveiter kdde su8ivn yw omowdnaote pic N9eke Tpoidndel and 1 mov evdeyouévar dludodsl and o mupdy ufvope niecTpoviked Tayudpousiov.

DISCLAIMER

This email and any files transmitted with it are confidential and intended solely for the use of the individual or entity to which they are addressed. If you are not the intended recipient, you should not copy it, re-transmit it, use
it or disclose its contents, you should notify the sender of receiving the email inn error, and immediately delete the copy from your system. Please note that any views or opinions presented in this email are solely those of the
author and do not necessarily represent those of Benaki Phytopathological Institute. Finally, the recipient should check this email and any attachments for the presence of viruses. Benaki Phytopathological Institute accepts no
liability for any damage caused by any virus transmitted by this email.

AHAQZH ANOMOIHZHZ EYOYNHZ

To mepdy PRVORLE MAEKTPOVIKOD To(LSPOULEion Kol To TuydV SUVIIUEVE O& auTd apyelo elval SUMOTEVTIKG Kt TPOOPILeTol HROKAEITTIKE Vit XPHOT| TOL GUOIKOD T VoKD Tpesdmou 610 onole areubiverat. Edv dev eiote o
£vBedelyIévog UPUATATIG, OQEIAETE VI UMY TO UVILYPHYETE, GVHLETUOOO0ETE, YPNCULOTOMGETE 1| HTOKUADWETE T0 TEPLEXOpEVD ToV. OPElleTe VI EVIUEPOCETE TOV BROGTOAEN TOU UNVOLHTOS Y THY EGPUALEVT ATy TOL KoL
apéong vo dloypiyete To avTiypopo aad 1o chomud cog. Ilupukeid onpsihoats 61t orolecdimote B46ELS 1 HRGWELS TOU TUPUTIBEVTHL GTO TPV UTVOLLO TTAEKTPOVIKOU TaXLEpopsion ekgpdlouy UROKAEWTIE TO GUVTAKTY
ToU KoL Bev avTmpoosnrebouy, Gveu eTépov, 1o Masvikew Qutonaforoyicd Ivoritotto. TEhog, o mapuifmg ogeliet va ehéyEet yio ToydV Oupén 100 6To TUpdY Pvupg NAEKTPOVIKOD Tayudpopeion Kol 6To cuvnipéva o8
avtd apyeie. To Maevikeio Qutoraboroyicd votitoto apveiton kéde gudivi ywr orowdimots (npio deke Tporinfel and 1 mov evdeyouévorg dradodel umd To —updy Pivupe NAsKTPOVIKOD Tayudpopeiov.

DISCLAIMER

This email and any files transmitted with it are confidential and intended solely for the use of the individual or entity to which they are addressed. If you are not the intended recipient, you should not copy it, re-transmit it, use
it or disclose its contents, you should notify the sender of receiving the email in error, and immediately delete the copy from your system. Please note that any views or opinions presented in this email are solely those of the
author and do not necessarily represent those of Benaki Phytopathological Institute. Finally, the recipient should check this email and any attachments for the presence of viruses. Benaki Phytopathological Institute accepts no
liability for any damage caused by any virus transimitted by this email.

AHAQZH ANONOIHZHZ EYOYNHZ

To mapdy PHVOULE MAEKTPOVIKOD TEXLSPOLEIOD KOL To TUXOV CUVIIHUEVE GE aUTO apyein elvil EPMIGTEVTIKG Kot APOoplerol CROKASIGTIKA YL YPNOT] TOD GUGEKOT T VOLIKGD TPOcHTOL 610 0m0io arncvdiveta. Edv dev elote o
evOESELYIIEVOG TUPUATITNG, OQEIAETE VU UMV TO OVILYPOWETE, OVHLETUONGETE, YPNCUOTMNGETE 1| ATOKUADWETE TO AEPLEXCUEVE TOV. OPElhete VO EVIIUEPOGETE TOV UMOCTOAEY TOU HNVOLIITOS Yiol THY EGQUALEYT ATym TOL KoL
GPECHE Vo SLoYPAETE TO AVTTYpUQo ontd 10 cOoTNUd oug. [lupakaid GNUEIOCHTE GTL OROECINTOTE BE0ELG ) HROWELS IOV AUPUTIOEVTOL OTO TUPGV LNVULE NAEKTPOVIKOD Tayudpopeion exepilouy UROKASIGTIKG TO CUVTHICT
o kL Sev avrmposonshouy, dveu e1épov, 10 Masvixew Quronuforoywd Ivetirotto. Téhog, o mupudirmg opeliel v edéyEel v Tuydv GmopEn w00 610 Tepdy PIVORE TIAEKTPOVIKOD TOLEPOEIoD KL OTH CUVIUUEVY OE
autd apyeie. To Maevikeo Gutonaforoyd Ivotirotto upveitor kG0e go8ivi Y orowdnzote Il N9ehe npoindel und 1 now evdeyouéveg dtudodsl und 1o mupdy ufvupe nAekTpovikol Tuyudpopeiov.

DISCLAIMER

This email and any files transmitted with it are confidential and intended solely for the use of the individual or entity to which they are addressed. If you are not the intended recipient, you should not copy it, re-transmit it, use
it or disclose its contents, you should notify the sender of receiving the email in error, and immediately delete the copy from your system. Please note that any views or opinions presented in this email are solely those of the
author and do not necessarily represent those of Benaki Phytopathological Institute. Finally, the recipient should check this email and any attachments for the presence of viruses. Benaki Phytopathological Institute accepts no
liability for any damage caused by any virus transmitted by this email.
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